This is the third in a series of articles on sexuality and sexual health.
INTRODUCTION
In 2001 the UK's National Strategy for Sexual Health and HIV was launched; however, the number of diagnoses of sexually transmitted infections (STIs) in the UK has continued to rise. This trend has been driven by ongoing high-risk sexual behaviour and poor access to services, in particular fast access to genitourinary medicine (GUM) clinics. The incidence of infectious syphilis, previously sustained at a low level for years, has dramatically increased. New threats such as lymphogranuloma venereum (LGV) are appearing on the scene. In the face of this, it has become of increasing importance to adopt new screening and prevention strategies, improved diagnostics and ongoing surveillance. Some epidemiological developments and promising strategies for dealing with the STI epidemic are discussed here.
CHLAMYDIA
Genital Chlamydia trachomatis infection is the most common STI in the UK. The number of uncomplicated chlamydia diagnoses in GUM clinics has risen steadily since the mid-1990s, with the highest rates seen in young people. 1 Up to 80% of women and 50% of men may be asymptomatic, hence unrecognized infection is fuelling transmission in the community. The National Chlamydia Screening Programme (NCSP) commenced in England in 2002 with 10 opportunistic screening programmes, with an additional 16 introduced in 2004. 2 Its aim is to implement and monitor opportunistic screening for genital chlamydia infection for young men and women under 25 years of age. Screening takes place in both health care settings, such as contraception clinics and general practice, and non-health care settings, such as colleges and military bases. Nucleic acid amplification testing (NAAT) is performed on selfcollected vulvovaginal swabs (preferred method of collection for women) or first-catch urine (men and some women). The annual report for 2005 showed an overall positivity rate of 11%. 3 A full screening programme will begin across England in 2007. The challenge will be to ensure the target population is being reached, that adequate counselling and partner notification facilities are in place, and to determine whether this widespread strategy is effectively reducing infection rates.
NUCLEIC ACID AMPLIFICATION TESTS
NAATs are DNA amplification-based tests. They are highly sensitive and specific, and have allowed self-collected genital specimens to be used for diagnosis of genital Neisseria gonorrhoeae and C. trachomatis. This greatly increases the feasibility and volume of screening outside clinic settings, which is important in improving access to care and reducing waiting times for testing for those who are asymptomatic. In addition, self-sampling is often more acceptable to individuals than the invasive specimen collection required for culture and immunoassays. This development is being used in some GUM clinics in the introduction of 'one-stop clinics' for asymptomatic individuals, where a self-collected vulvovaginal swab (women) or first-pass urine specimen (men) can be tested for gonorrhoea and chlamydia using NAATs, and blood sampled for syphilis and HIV. The specificity of NAATs is not 100% and confirmation by culture of a NAAT-positive result for gonorrhoea is advisable. 5 NAATs are also currently unlicensed for rectal or oropharyngeal samples.
GONORRHOEA
Gonorrhoea remains the second most common bacterial STI in the UK. Infection is easily treatable with appropriate antimicrobials; however, reduced sensitivity and resistance to several classes of antimicrobials has developed and is increasing. Fluoroquinolones were a first-line therapy up until 2003, 6 when data from the Gonococcal Resistance to Antimicrobials Surveillance Programme (GRASP), a sentinel surveillance study by the Health Protection Agency, showed an increase in ciprofloxacin resistance and a change in the national guidelines was initiated. 2004 data from GRASP showed N. gonorrhoeae resistance to ciprofloxacin of 14.1%, penicillin-resistance of 11.2% and tetracycline resistance of 44.5%. 6 Current treatment guidelines recommend cephalosporins (ceftriaxone or cefixime) as first-line therapy. 5 No isolates demonstrated reduced susceptibility to either cephalosporin in 2004; 6 however, there are emerging reports of reduced susceptibility to these drugs. 7 Alternative therapies may be used depending on local antimicrobial sensitivity patterns. These data reinforce the need to confirm any positive NAAT for N. gonorrhoeae by culture and testing for antimicrobial sensitivity, and culture remains the diagnostic method of first choice in GUM clinics in the UK. 5 The other advantage to this is that microscopy of a Gram-stained genital specimen (from the urethra, cervix or rectum) can take place prior to culture, allowing visualization of N. gonorrhoeae as Gram-negative intracellular diplococci in polymorphonuclear leukocytes.
SYPHILIS
Historically, diagnoses of infectious syphilis at GUM clinics have fluctuated due to changes in sexual behaviour, social changes and war. Diagnoses in the UK peaked sharply towards the end of World War II, followed by a modest reduction, with diagnoses in men then increasing throughout the 1960s and 1970s. Diagnoses of syphilis, particularly in men, declined in the 1980s following emerging awareness of HIV and subsequent behavioural changes. A low prevalence and incidence of infectious (primary, secondary and early latent) syphilis was evident until the late 1990s, when an outbreak of infectious syphilis was reported in Bristol. 8 Outbreaks were subsequently seen in Manchester (1999), London, Brighton, Nottingham and Newcastle-upon-Tyne. Enhanced surveillance for infectious syphilis has been in place throughout England and Wales since 2002. 9 In the UK between 1998 and 2004, rates of diagnosis of infectious syphilis in men increased by 1520%. 10 The burden of new diagnoses has largely been seen in men who have sex with men (MSM). The median age of cases was 35 years and the vast majority were of white ethnicity. 9 Oral sex was an important transmission route, with almost half of MSM reporting this as their perceived risk. Significantly, a high percentage of HIV coinfection was reported. 9, 11 This suggests that the epidemiology of syphilis has been influenced by developments in the HIV epidemic, along with an increase in unsafe sex in both MSM (saunas, cruising areas and the internet) and heterosexuals (commercial sex workers, travel abroad). This behavioural pattern has meant that many partners are anonymous and untraceable, further fuelling the epidemic. Increased incidence within the heterosexual population is an emerging public health problem, with cases of congenital syphilis emerging.
LYMPHOGRANULOMA VENEREUM
LGV, caused by C. trachomatis serovars L1, L2 or L3, may present as a small papule at the site of infection which progresses to a painless genital ulcer, inguinal lymphadenopathy, fever and proctitis. It is endemic in areas of Africa, India, the Caribbean and Central and South America. Since December 2003, outbreaks have been reported in Western Europe (including the Netherlands, from which the original reports came, and the UK) and more recently from the USA. These have been concentrated in sexual networks consisting of MSM (mostly white and HIV-positive) in large cities. 12, 13 Most have anorectal symptoms (such as discharge, pain, tenesmus, and bloody stools), or proctitis. Systemic symptoms such as fever and malaise may occur. Swollen painful inguinal nodes and penile discharge have also been reported; however, some are asymptomatic. If left untreated, perirectal fistulae, abscesses, strictures and scarring may result. The primary papule often goes unnoticed.
In October 2004, the UK's Health Protection Agency launched an initiative to raise awareness and improve case ascertainment in the UK, and by the end of March 2006 341 cases had been confirmed. 14 Cases have mimicked Crohn's disease 15 and other non-infectious gastrointestinal diseases, hence vigilance and enquiring about sexual history in specialties outside genitourinary medicine is important.
LGV has also mimicked primary genital herpes 16 and syphilis.
Diagnosis is through C. trachomatis detection by NAAT (although currently unlicensed for rectal specimens), which should be confirmed by the laboratory using polymerase chain reaction, followed by detection of LGV serovars using molecular methods. 12 Cell culture can also be used. If a case is suspected, liaising with local microbiology laboratories is important so that correct samples can be taken and forwarded and analysed as appropriate. The most common treatment regimen recommended is a three-week course of oral doxycycline. 17 Chronic infection, including fistulae and strictures, often necessitates surgical intervention.
HUMAN PAPILLOMAVIRUS
Over 30 types of human papillomavirus (HPV) can be sexually transmitted. Exophytic anogenital warts may result, but many individuals with detectable genital tract HPV will have no clinically apparent lesion. In spite of this, anogenital warts are the most frequently diagnosed viral STI in the UK, with almost 80,000 new diagnoses between 2003 and 2004. 18 HPV 6 and 11 account for approximately 90% of anogenital warts, 19 and HPV types 16 and 18 are responsible for more than 70% of cervical squamous cell carcinoma. 20 There are currently numerous vaccines at different stages of development directed against HPV. Two vaccines are currently undergoing phase III trials, one developed by GlaxoSmithKline (a bivalent vaccine against HPV types 16 and 18) and one developed by Merck (a 21 Recent data suggest that the HPV vaccine is highly immunogenic, with 98% seropositivity for HPV types 16 and 18 antibodies maintained at 4.5 years. 22 The safety profile of the vaccine is good, with the main adverse reaction being pain at the injection site. 21 Merck's intention-to-treat analysis suggested a reduction in the risk of precancerous cervical changes or non-invasive cancer by 97% over an average two-year follow-up period.
Although results so far look promising, long-term data are needed, particularly given the natural history of the development of cervical intraepithelial neoplasia (CIN) and invasive cervical carcinoma, with high-grade CIN taking roughly 10 years to progress to invasive carcinoma. In order for an HPV vaccine to be effective on both the individual and the population level, it would need to be given to children or adolescents in an effort to confer immunity before individuals become sexually active. Research from the UK showed that a quarter of women and almost a third of men became sexually active before the age of 16 years, with a not insignificant minority becoming sexually active before the age of 13 years. 24 It is also unclear as yet whether it would be recommended for both men and women, although one mathematical model suggests that vaccinating both young men and women will have more of an impact on cases of cervical dysplasia and invasive cancer. 25 Concern has also been voiced by some groups that HPV vaccination would lead to an adverse effect on adolescent sexual behaviour, which would need to be learned through monitoring groups. Clearly a vaccination programme will not eliminate the need for cervical cancer screening; it will remain essential to detect any problems in women who have not been vaccinated or are already infected with HPV, and those infected by HPV strains not covered by the vaccine.
